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[oooi] \*.ffifc&^T%&7£te*&mmMMKm~rz>h<D~eh% 0 
Steffi 

[0002] i¥©4^i^©iit#ot, m&&DNA&ffi&mm~,mmm&<D*^/<?w 
(Dg&iit'gmm&vmu ttmmzM^x\,^mt&&&^&ms&z> 0 

t©-oiLt, 0tJ;ifi£#^2OOl/5O3781 (W098/22136) 

n\^^s<?W(D^mk&ftttmti^fhthx\;^ 0 upvte&t,, mmmMKio 
^-xw^nmmM^u^mm^mmxh^tc^mmm^m-t^x^m^m^ 

MMizttvx* mmmMxn&^M^mmftMnmmx&t), *tv&z.mmmA<D 
v^h\&m-r^(DX\ mmmm^^ ^xfemmwMKm ^x^^^^mm 

[0003] mm^mx^^^^MmMicm^xi^r^m^^o 

[0004] Cleland£>The Development of Stable Protein Formulation: A close Look at Protein 
Aggregation, Deamination and Oxidation (Therapeutic Drug Carrier System vol.10, 
No.4, 1993, pp307-377) te#ls'*?&fttKmtt—&tot£Wifo&& Wl/'WR 

[0005] W098/56418^mo-C<*^^^(tTV ^m±^W£#iffckffim^ffim 
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[0006] ^m547556^mnmmmmmty/^}fh—/^^ir^ y -?n-7y^wM% 
^•&z.tKmL-x\-z.m^L,x\^\ *fc, wmmt^m^mnmrmx&z^thm 
[0007] wo97/o48omnm^tix^r^^0m^m^m^mM^m^x^^ o l 

[ooos] r^j&fejgsgftfj fcu ^^M^J^^^^^m^^^fb-c^tt^fe^^^^^-f x ^ 

^^(Dmumi bfem^<DmmmmK£*)^ftK^mmm&ftt£b<D, 

]bn, m^^^mmm^mmmmx^^mm^m^^^b, &x 
wxn^mxhn^mm(^h(DmMb^mm^m^mM^^x^^^b)xh 

[0009] ^^m<D^mm^ ^^m^xm\&ti^ 0 Mx.&m-*^'<?nn 
mmmmbmm. RK^^-y^m, f^r^x— y^ry-^M^mmmn^ti 

bKX'o^-r^b^x^ it^mm^m^-U^^m^^v^yy^ 
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[0010] ?^ffl^^#ffl^^^^^«^«^L#:^^So ^^HH^®}-l§m-r^S 
m^Mtel^M&fc (MHC) ft+<D— mX&Z>HLA-DRK1#~tZ>^:;? ^/V%iW ( 

m&ti%<DX\ ffifcfk&&mmmwi£& (cdo ^#:fe#^*0^tt*ffl^«^ 
tt(ADco izxz, &^*TJ*<D^mm^Mir%T&mtimftx%% 0 -ait, ^<d^ 

te^m&&m^m*&&5--r^tx\ ii#i^w©iih 

coon] *fc, ?7xii^mmm&mm^-M&t£(MHc)5r^-n, fam^^mm^ 
&u ^.tih^m^^m^^^— (cd4+) rmm ( rThj mm) ^m^-r^ ( 

Babbin B. et al., Nature (1985), 317, 359-361#JR0 o ^7^11 MHC^H^^MW^ 
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ffl$&^fflX&&^bfi^&£tlX\^(Bax.evams CN, et. al., Immunogenetics (1980 
), 11, 617-625#JR0 o ZJD&tS&rSlrxi— ^/Vfflm&n&flX&Jlk* 'KttlWtiy 

fc (Rosenbaum JT. et al., J. Exp. Med. (1981), 154, 1694-1702; Waldor MK. et al., 
Proc. Natl. Acad. Sci. USA(1983), 80, 2713-2717; Jonker M. et al., J. Autoimmun. 
(1988), 1, 399-414; Stevens HP. et. al., Transplant. Proc. (1990), 22,1783-1784# 

ir^t^Mh^K^tltL (Billing R. & Chatterjee S.(1983), Transplant. Proc, 15, 
649-650; Jonker M. et. al., Transplant Proc. (1991), 23, 264-265) Q Mfe^fc&OlZ. 

femm^w^(DmfaBLfo<D mm ms, ^n^m ^a^fk506^v ^fc^&mMM 

X^yfc&m^^mftmmZ.Zo ^mVO2003-033538^|IS£;hrCV^J;5^ 

9xii^mmtm-&mm^M&fo (mho ^(D-mxh^HLA-DRKM-r^y^ 

^-/V^L^: (^HLA-DR^#0 teHLA-DR%^fcf&^ J \k%WmmzmMirZ> 

\^fmmMmt\^xmmir%<D\zLm®x&%k^hfo%o 
[0012] £i±<D£?\^ mmmmz&mfj:g><<D#£mm^ mm, mmtzn. mmmm 
xmm\zmm£fri%£?izf£^fcMmz-&\^xfe, ^mmcommmmx\ mm 
mA<nfemm>m\ ^m^^mmmm^mt^fbx^ 0 #lhla-dr 
^(Dx^mmmmmmfmw^mir^^^mmmm^mm^mx 

■&^b£frhX\s^ 0 
m^Jcm : W098/56418 
#fF Jcm.2 : #W2547556^|g 
#f^Sfe3 : WO97/04801 

##f^Jtifel: Therapeutic Drug Carrier System vol.10, No.4, 1993, pp307-377 
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[0013] *mwte. &{ttttt5&tt7k&mmmffl<?>&m: n mt-r^ 0 Mi^mat 

[0014] ^mm^Mmm±mw^m<D^^^m^^mmmm^mMm^vfz. 
[0015] ^mweu, ^m±mw£*:(Dm*. pH^.o^heM-m^-r^^^m^x 

[0016] *5lMtt*fcf&«R-b^rar*i©^, P H^4.o^)^6.o^li^i-5^V^5^fc5 
[0017] $fc^|SMW:ffeK-b^r^*«>*n:#:, pH&4M*b6.0icmW1rZ,s?sv?*>>mh 
[0018] ^M^{RiJffi^»,^Kf*^i?^*bfc^ttEm»J^^-h*^*^ 

, Mti&mi>"<m&iStt). #«fi(#HM4#«lltSr^tp)^if)o^B&, teStfXfcfc^ 
if, ll«^gMei^lc:*5tt5^i£«iffiiJ(J»& J ^ , ISF», flfMU >L«^^o^«^^*3tta 
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[0019] ^mm<D^tih<Dmmnmm^Knmh^hs% 

[oo2o] mmmz&utx^ *m&m<Dfom&t*wm.. 25°c^/c^4o°c-ei^^ & 

[0021] *M«B#f*W©tf^*©iarT?*)5 0^H#fFmm2OO3-4314OO-^CDK^# 
[0022] [01]® 1 ^HLA-DR^t#:^tp#7KttlS^S^J^25 0 Cfe§ V ^40 o C-e{£#Lfc 
[|l|2]02^HLA-DR^#:^^^#7K^4|Sm^J^25 o Cfc§V^^i4O o C-e'^*:#Lfc 
[03]H3^HLA-DR^^*^^P^*^4|S^M^J^25 o Cfc^V^«4O o C-e{*:#b7t 

o 

[04] 04^HLA-DR^#:^tp#7KttlS^S^J^25 o Cfc§ V ^40°C-e{£#bfc 

[05]05^HLA-DRfe^#:^^^#7K'l4|Sm^J^25 o Cfc§V^^i4O o C-e##Lfc 
i:#(0Fc§P^^>fb^*O|g>fbSr^i-®-efc5„ FcMi^b#:»{*i*^HPLCi3:J;«9 
PJ^Lfco ^V^$^^i^M^J^pH4.0^^pH6.0-e^^-efc§r^^i- o 
[06]06{^HLA-DR^f*^tP^*tt|S^M^J^^^iW^^#^MLfc 
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[0023] £tr, ^mm&mmimmir^ 

[oo24] *mmzis'£tiz> rfc&mmmh ttt. uwrn^mir^w-x-h^m^mw 

[0025] m^^mm^x^zmmz^ ^^m^wmmm j mi®*©?^ 

^t^xwx^mxhti^mm(^b(D^mt^mm^mzmmf±^^x\^ 
[0026] r&mtmM] tn*<D*<Dfe&&ft&®:i?mz.&i< ^xfc^&j&xwxfeVom 

°C^fb8°C) ^Tl^i^S"??^ i-^t?^0*L<«25 o C^*5V^^/K^ 

3®^ rBi^it^/x^or^^ov^^/K^m^ m^mx^'o, mM^m^mm, 
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^*3v>rm^ ra^#bTt, ^^©i^ft, $mm, ^T5K£k gg^fW§^riJ<7) 
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[0027] \z.%n?z>#ift<D rmm±fmt£Ai tn, mm^m^mxh^>mm<D 

U<^mM&£Tfi&&MWt&^M\z7dtiX&:l££tlZ>o ^lmg/mL j&>£>$j200mg/mL 
, ^L<J2j&J5mg/mL^^50mg/mU ftt>0*L<H3^1Oing/mU3j;rj«/XttJK) 
20mg/mL^M^J I 3 ©^W^fWIS'efcSo 

[0028] ^m^titizmfcitfemh^^nmzm^xtizmzti. m^y^—r^ 

[0029] ^Mli^^Mt^^^^ttEIS^JI-itStw^feSc 

m^tzM, ^m^um^(D^m^m^xmmm(Dmm<Dmm^^x^h 
iHj^^^n— ^^(D»g*^ N (5) ^t-r^w-^M^ir^^w— ^m<vm 

5t-bT#^^#:(D|tM(10)'(Dj;5^bTMit$n^y^n-^/v^:#:(D^ 
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[0030] ^y^n— -TvHftflc^fcJu ffi{t&mj^ZMm&£Xfi/Xr3&&<D&*(DT$SWl 

fo<DT$;mmmwc mm(D^^r^/m<DWM^^{x^ js& wa, 

specific mutagenesis) ^fflV^T^fe^^Ai - ^^"^^ (Proc Natl Acad Sci 
USA., 1984 Vol81:5662)„ ^"C, tftfctfe, ^^^n^^m^LiT^W^^M 

1£^(DE\J^^s^)>'Vi/ysrJ* (Sequences of proteins of immunological interest, 
NIH Publication No.91-3242 ^*5Jt5331# g (DT^S^&SerKM^&Z- 

^^^•^^^O^tttt^ffiO.W.Goding, Momoclonal Antibodies: principles 
and practice., 1993 Academic Press) , lidi§0#J!t N &7*rVTh%-i/l'* Vi/XDX? 

^^•J (D.J.King, Applications and Engineering of Monoclonal Antibodies., 1998 
T.J. International Ltd.; M.L.Grossbard., Monoclonal Antibody-BasedTherapy of 
Cancer., 1998 Marcel Dekker Inc) „ $^>(d N Maytansinoid^<Z)7°tiK^>'^(Chari et 
al., Cancer Res., 1992 Vol.52:127; Liu et al., Proc. Natl. Acad.Sci. USA, 1996 
Vol.93:8681)*^^^$^r^^J;9m^O^S^^^$e>^ii5tL^ 

lCttF(ab') , Fab\ Fab, Fv, v^/I^Kj^Fv, — ;£#|Fv (scFv) , ^VTtf^V, 

2 

:&J;tJ^;frk©JNHfc## s ^fk;ft5 (D.J.King., Applications and Engineering of 
Monoclonal Antibodies., 1998 T.J.International Ltd) 0 fc5V>}3\ ggtlg'TT^ j f3\ Jit 
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[0031] ^#W^m3£i#:f3:, ^U^StMftft:, thM^#:Xte^7^ft:^;fc«9, 
0*b<«IgGT^«9, 0^L<«IgGCOi^^7^^^ IgGl, IgG2, IgG4<Z)V>-f 

WO2003-033538iCfE<c$tb-CV^^iHLA-DRth^ey^ci— -j-jVtfiW., HD3, HD4, 
HD6, HD7, HD8, HD10, HD4G1, HD4G2Ser, HD4G4, HD8G1, HD8GlSer, 
HD8G2, HD8G2Ser, HD8G4-efe3 0 ^<D5^>, HD4, HD6, HD8*3j;OTD10^rM^ 
i^'M^UK— -^rfl^tvFERM BP-7771, FERM BP-7772, FERM BP-7773, 
FERM BP-7774£UT, 2001^10^ 11 0 #t?M itffWcfeA MW&W$&^M$tWx 
m^yoHttt-t^?- ( 0 *B»o<«MlT § l«il fp^6) ^Sl^ 
itFffr^-CV^o HDStoXTfHDl&mZiir&^yyV— ^te. -^-^tLFERM 
BP-085345oJ:t) ? FERM BP-08536^LT, 2003^10J3 31 0 tt^i?^— ^H|g^ 

ft£ti/ci^ 0 £fb^, ^#f^^«CD40^^fi-§th^ey^a— -f-zv^Lf^^tt, 0 

*L<^WO2002-088186^|B^$tL-CV^|a:CD40T^=f^^h^L#:, KM281-1-10 
, KM281-2-10-1-2, KM283-5, KM225-2-56, KM292-1-24, KM341-6-9, 4D11, 
5H10, 11E1, 5G3, 3811, 3411. 3417. F4-465, ffiCD40T=f—*htfl{fc, KM302-1, 
KM341-1-19, KM643-4-11, 2053, 2105, 3821, 3822, 285, 110, 115, Fl-102, 
F2-103, F5-77, F5-157-e&5 0 "<^5^>, ✓v^UK— -v^n— >KM 302-1, KM 
281-l-103oJ;D ? KM 281-2-10-1-2^2001^5^ 9 B ttX^tl^tiFERM BP-7578, 
FERM BP-7579, FERM BP-7580^LT, ^n— ^KM341-l-19*Dj;tJ ? 4Dll«2001^ 
9fi 27 0 #-e^r^t^^bFERM BP-7759, FERM BP-7758£LT, ^2105^2002 
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^4M 17 0#-CFERM BP-8024^LT, ^^fgC&A^HSW^W^SB'f #fF£ 

#@K$Wffc£*fCV^ 0 F2-103, F5-77*3«tOT5-157<Dm^*3«tU 5 6^<DRr 

^^^^i~§^°^5K^2001^4^ 19 0 f^-C^rtt^tVATCC PTA-3302 (F2-103 
SfO „ ATCC PTA-3303(F2-103 MO „ ATCC PTA-3304(F5-77 M&O. ATCC 
PTA-3305 (F5-77 gfO „ ATCC PTA-3306 (F5-157 fi#=0 33 itMTCC PTA-3307 
(F5-157 m§OtVX, ^vY^yK— -^n— ^F1-102*5J;U ? F4-465{*2001^4^ 24 
0 #-e j etb^tbATCC PTA-3337*5 XX^ATCC PTA-3338£LT, (American Type 
Culture Collection, 10801 University Blvd., Manassas, Virginia,USA)(T^y;*7B^0 
j&^t&MBf. TWJj&Mm Vt—V—TM 20110-2209 10801 ac= z^— 

[0032] iritis r^ni^l j ^rafiH^^^©*ttEIII8^Ji^*tt5^r© 

ffefrSr^ ^tffiHlfSU pHf3»J, ^3gte&k 3*5£te&k If B&H^J 

[0033] rjg^j j mm&#&)$ft<Di¥m kxw (Drnt^m^K-r^mam^m-r 

6.0, J:«90*b<^4.O35^j^J5.O % £W3;L.< tt#&4.5d>£>#&5.0, &5V>f2jft5.0i&>£> 
|t)6.0. pH5.2^6>pH5.8, |tl5.5(DpH^bTV^§ 0 ^(D45H(DpH^bTV^H^f 
iRSrfflV yfc$&£\ V ^^^#:^Ma^lS^M^JcO^#?ait-efe§25 0 C^T'e^ 

jg-c&s, j&*3, feiWKaottt, mk£4o^^3&fcpH«sigas£ 

$J5.0/&>£>6.0, i«90*b<f*pH5.2d^pH5.8, $k W£lXte^5.5<DpH^LTV> 
5<£>iW*lX, fe ! L#:^^:CD40T^=^^^^L#:^fflV^fc#^(DM«^«^*, 
4.0/6^6.0(DpH<Df5H, «t?)0*b<tt7^4.5d^6.O, «tt)0*b<r±5Kl4.Od^^5.OSr 
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50mM, 0*L<te5mM^ib2OmM, McMTM?J:<Dfe1fal0mMXfoZ) o 

[0034] \mmm\\^n^(Dum^Y(Dm^t^wmz.^mm^m^x.mm)± 
[0035] r&v*— ,v\ \-±m.Wi(D\i^^jvm^-r^mn.xm, m ^n^m^ 

x.tf^ji20kDd^^)400kD(D$'Sffl)-efe?)^*^i-§o r^^Jte. ^M4^r> 
/—^ 7^7—^, U^ZV- T&XXMf tv^— KX$bZ> 0 4¥M 

/^$$ST/l^— 7KD{?!|-^fe§ 0 ^^^oV^Tf*, L-^7l^^£-?r(D^JS^ 

x^m^um mx.i~£-2o°c) -ci^bb&v ^awii-e&So y 

[0036] r^a^tt^ijj 3#yy/w<— h (m^yy/v-^— h2o, so&if ) x^p^ 
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„ ftmm&fflttMftm^ »*U<r±0.02mg/mLd^0.10mg/mL, #S>#£lXtt*& 
0.05mg/mL(D4-e#^L5§o 
[0037] T^^^Jj^^, 0^L<«lOmM^T<D^P^j;<9##^F^*5V^ 

[0038] 4>vtf&&\z.w8$tizMMtemmttfttittt£bteit\ ztite, mm^mnm 
[0039] mmfe, &Lfcv<Dm&&!&mkL>x\ ^m%mm, ratM^ le^^fe, 

[0040] *&m<nm<nmffim&K&^x, ^mm^msM^^-r^m^rnvft 

[0041] ^0^«^(D^^!i^#mi-^«Mi-+^^a»§^-efe^>5o L,a>u 
x^.\z.mht^ 0 
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[0042] mmmi ^HLA-DR^Wi^^ir^^mmmmM^m) 

[oo43] ^mmmx^mu^^mM^mmu mmm^mm^m^^m^^ 





m#mm 


mmm 






PH 


1 


fci HLA-DR ffifc 


10mM >f;V$ 5: 




y;w<— h so 


5.5 


2 


10mg/ mL 


lOmM 7^n/Hf 


262mM 


0. 05mg/mL 




3 




lOmM 









[0044] (i) mmm^mm 

if^m^m^z^m^ ^HLA-DR^{£(^18mg/mU WO2003-0033538^fE 

^mm^f) , ^>-^hy^A— ^mm ( 0 ^hm^d , r^/v\? >m( 0 ^HM^r 
) , D-y/nf ( 0 ^hm^ ) , D-^i/^b— ;v ( 0 ^mmjj) , mm ( 0 ^mm^- 
) , ^yy/v-<-h8o ( 0 *mmjr) , mmm* ( 0 ^mm^r) x&^tco 

[0045] ^-M^J^#:«*>^^Ci6J®^'g•^V^^-fe^m^^Mb, £tHLA-DR£i#: 
ir^tiZ.XmmVfc 0 *fc^y/N«Sf*OD280nmPMS#m £ =1.4^fflV^# 

[0046] ^■mMmt-\-t^)—>^>^-\HX0.22 ix m7^/V?— (VJtfTftM) ^h^MMtlt 
ii§^TV\ 5mL#7^MT/K 0 ^IIM^-il^) ^lmLT o^y — ftX 

HLA-DR^Cft^^V ^y— ^^rt-CO.22 jit iri^h/H^y 

[0047] (2)f*|fc#:# 
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[0048] m^fe&Um. : 40°CXte25°C immZtlfff^^—* (TABAI ESPECf±M) fcl 
[0049] ^^#:{*^hI/^##^WP^^*^4 0 C^$lJ^$tv«^J*t^#b/c 

o 

[0050] (3)#*f2f*fc 

lMX#|&HPLCtfc5£ (SEC) : it^dWW^fitt^Xll^^jgSc 

A^#ffl^taS-Ctfo^: 0 ^HfteTSKgel G3000 SWXL 30cm X 7.8mm (My—ftM 
)*9J»&®.mU &WlfatVX2(kDM})l>&trhVV^ 500mM:^r:^r-y^pH7.0£: 
^0.5mL/^^i^WP^te305K ^W^215nm-CfTo7t„ J&*3^tT— ^£«9 

[0051] R§-f ^£tfeHPLCtfc5£ (IEC) : ^^K^ittB&^^^^jS^^n^h^ 

^irl/TTSKgel BIOAssist SCBCy— tfcS4)«rfflV>280nm-C^ttiSrfTofCo 
TA^^fLT20mM?g^^pH4.5, B^^fbT20mM?g^^, lM^^hU^-£»pH4.5^ 

[0052] ®f-^HPLC^(HIC) :Fc^fi^k#:(D^i}»^^n-^h^^^^i:«9^t±ib 
fc c lmg/mL^illr^lR^fof^^SOML^^SOmMy^i-hy^A, 12.5mM 
L-^-^-f^, pH7.07k^|£20 L t2.5mg/mL<D/<s<4^m2.5 iiL&1)\\?L37°C-X? 

15 ix L&AU 5>^7^i:L-CTSKgel Butyl-NPR 3.5cm X 4.6mm (jRy— *±B) 
V^215nm-C^W*5J;tJ ? ^tii^TofCo teA£LT20mM Tris (hydroxymethyl) 

aminomethane^ pH7.0 N Bi;LT20mM Tris (hydroxymethyl) aminomethane^ 2M$fclH 

[0053] SDS-PAGE$|^ : ;&g}a£CT^f*?§$^200 [x g/mL^#f?Lfc 0 ^f*^«i^hy 
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W^«^C*»ffl YWWi/^/SDSfflffiei (BioRad*±®D ^|/tUc 0 ft$f&$c5 ju 

Xfi£1tfo<D&&£^<Dfr^-m&mj£lTZ>f!i#> iZft^-m^—Jj— (200kDa, 
116.2kDa, 66.3kDa, 42.4kDa, 30.0kDa, n^kDafD^^W^ts-) ^Bt^^ctb 

[0054] ^ttM^^tW : fi&^OUtT, i^J5000/V^(DK§$^g-e, ^BSt? 

[0055] gjgJEJfc : £ WlWMBMM^M (T— ttMOSMO STATION OM-6050) & 

[0056] P H : i »pH$iJ5£l£® (^h9 — hl/K*±®tMP-230ftif) £rffl V ^TpH$iJ^frofc 0 $"J 
[0057] (4)jj&£ 

01^#^ttEm»J^25rfe6V>fi4O c C-e^#bfci!#OM^#:*<D^^^ 

&M&x(DmkteMfrbti-r$cj£xfo<>ti 0 ^25°c^§v ^mo o c-e^ p ^ #bfc^^ 
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[0059] T^7V}f>mmmm^m\ ^fc.mM^Mi^f^<(D^tmm^^ ^x±^m 
[oo6o] ^mmmKxvffifo&^mk^zmmmtvx^/^^m. ?^mwm-eh 

[0061] mmm2 ttHLA-DRttfo%:^mir%7kVkmM(pH(Dlfcm) 

~<D||»f]teWO2003/033538^<k|!fi£;h/CV ^HLA-DR{Z.Mir^W. (^t 
HLA-DR^) ^^-T^TKttM^J^fE^i-^o 

[0062] *mMM^n&2fcmuzmft\&mmu »mfmMpH(Dmmmm^n^f'o 









IMS 








pH 


1 


fefc HLA-DR gvft: 


10mM ? ^ 




y/w<— h so 


4.0 


2 


10mg/mL 




262mM 


0, 05mg/mL 


5.0 


3 










5.2 


4 










5.5 


5 










5.8 


6 










6.0 


7 










7.0 



[0063] (DttWtjrm 

[0064] (2)i«MM$ 

[0065] URSjettWR: 40°CX«25°C^f|jlJ#$^bfc^^^-<-^(TABAI ESPEC|±M) 

[0066] ^|^^^:-2or^JS^J:mri£tajt^^S^^#i-§r^^j:^^^iSlj 
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[oo67] mmmum-.mmnmmi^mm-^m^tmREciPRo shaker sr-id^jb^ 

300rpnu 

[0068] ^^nm-.mooo/v^Kmm^fc&^mmrr, uoTv/v^mt^x^K 

[0069] (3)^M 

|l|2^^^7KttlS^M^J^25 o Cfe§V^«40 o C-e^:#Lfci:t(DM'^#:*(^^^^ 
^bpH6.0^^h^t^ir o £fc, H3te#*t£|S|g§^J^25 o Cfc3V^40 
^Lfc 0 ^VV^^^IiM«^M^IJ^25 c C-e'(^#Lf'^^^pH4.0d^pH7.0-e^^-e 

40r^#Lfc^^(D^T5Kf**(Z)^b^i-o^T5K#:ft{i^^-^^m 
HFLCl;:J;l3iHJ£Ufco ^/^5^M««^J^25 t C-e^#Ufc^t^pH4.0^^ 

HPLCKJ^fcOJgLfco ^V^5^ll«M^J^pH4.0^^pH6.0^^-efe^i^ 

[0070] %&i£m*3&<Di&% t> ytmmm^^tKD^m^^^xhm^. $mm, 

[0071] ^»!l3 ^HLA-DR^^^JC^eS'fb^JO^) 

^HJfe^!lf*WO2003/033538^^W$ttTV ^HLA-DR^^fi-^#: (Jtl 



WO 2005/063291 



20 



PCT/JP2004/019259 



[oo72] *mmm^temK^tmm&Mmumm(Dmmmfimm<D&7£m^7i 



2 










mmm 






PH 


1 


#L HLA-DR 
10mg/ mL 


iomM 5 


262mM 


y/w<— h so 

0. 05mg/mL 


5.5 


2 


262mM 



[0073] (Dunt^m 

[0074] (2)&M0iW 
[0075] (3)Mi$k3o£X$nm 

4m\kLrxmmk°rhy*j*) h^^m(y^h-M ^m^t-ummi- <>x#v 

m&fc £<9%;7£XhZ>%l&$:nX\ ^ 0 
[0076] «ot, ^^^©fif^Jlt^UfMWtm^f^ 0£lXte^*^ 

m^nm (m«-2o o o -eis^i^b^v vb<D£Wji-e&§o h— ^mrtfcm 
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[0077] *fc^PJ#^*^ffi^^4^JtLT^yy/v-<-^80Mv^, wms^ftwgtS 

fr©l^dS<S»$^^o L^Ufetf^ 0.20mg/mLW_h<Digi!ia<Dj^bPlJlj;«9tiT:^ 
0*L<}3:O.O2mg/mL^£>O.lOmg/mU ftt>0*b<{*^)O.O5mg/mL<DS'CO#^Ed s 

[0078] *^w#f*^«e«j^f*^J:«3, '^*-e<^^»!i^*Px.T^^b^j»(^y 

[0079] fc, HSA ^*f-r§m^X.^thI g Gl^:#: (^lHSA^l#:) V ^i£<D$> 

HSA^#:MV>fc7Kttgm^J^^Ti*^mSlmg/mLd^l00mg/mL*-e^ 

[0080] Slit^il4 ^:#:^#E^M^Jomm 

[0081] ^^WWlV^^WfcCHDS, HD4, HD6, HD7, HD8, HD10, HD4G1, HD4G2Ser, 
HD4G4, HD8G1, HD8GlSer, HD8G2, HD8G2Ser, HD8G4)£r=3— Ki^A^^e 
^«^m^tv^#:^?i.0^U#§CHO|0J^<Z)j^a_h^^, WO2003-033538 

^MM^^^X10mM^/V^>mM.W^ 262mM D-y/Vfc">— /K P H=5.5^y7 

m^XX^mm^tc^ ^yy/V-<— h80^0.05mg/mL^^ i5 ^^PUrC^ 
20mg/mL-^^7KttlSmM^J^#§o *fc_hfB20mg/mL^L#:M^J^feif*»^*nT 
V^^V^^K'|4|S^M^•J(l0mMy>^-y$^^ll^f^^ 262mM D-V/Hf /V, 
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b hd4 ^m7kfe&mmm<Dm.i& 



HD3 


lOmg 


5 h y * 


1, 87mg 






mm 


0. 057mg 




47. 73mg 




0. 05mg 




1 (lmL) 


C HD6 -&«T7kttBS3ilKS9cO»J5R 


HD6 


lOmg 


ifiv9 ? vsi^ by? a— 


1. 87mg 








0. 057mg 




47. 73mg 


*y yyw<— h so 


0. 05mg 




(lmL) 


E HD8^**ffiKiKJBM©|BfiJi 


HD8 


lOmg 


tf}V9 5 ^K^- h y 7jc 


1. 87mg 


?d* 






0. 057mg 


D-y^tr h— ?\> 


47. 73mg ! 


#y y/v-<— h so 


0. 05mg 




(lmL) 


G HD4G1 -&*7kttE*«a^i6« 


HD4G1 


lOmg 




1. 87mg 


?P* 






0. 057mg 




47. 73mg 


^y y^w<— h so 


0, 05mg 




(lmL) 



HD4 


lOmg 




1. 87mg 


fn* 






0. 057mg 


D-y/vt" jv 


47. 73mg 


* y y/v<— js so 


0. 05mg 


Bi#fJ8SSfiMc 


(lmL) 


D HD7*W*ttlS*«#J©»fiJg 


HD7 


lOmg 


^ h y •> A— 7k 


1. 87mg 








0. 057mg 


D-y^tf f- — 7V 


47. 73mg 


#1) y/i^— k so 


0. 05mg 


SM^H^Tk 


(lmL) 


F HD10-&#*ttB5*«#J©ttflfc 


HD10 


lOmg 


^Vi-^ ^ y|t n y ^ a— 7k 


1. 87mg 


ft)* 






0. 057mg 


D-y^tf h — h> 


47. 73mg 


^y y^^t— h so 


0. 05jng 




(lmL) 


H HD4G2ser ^*7kt£^M#J^fe^ 


HD4G2ser 


lOmg 


5 h y r> ^_ 7 x 


1. 87mg 


¥P* 






0. 057mg 




47. 73mg 


xKy y7i--<— h 80 


0. 05mg 




ClmL) 
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[0082] 



I HD4G4 <etfr&&&maMviBj& 



HD4G4 


lOmg 


isWtr b y i? a-tK 


1. 87mg 




0. 057mg 




47. 73mg 


^y y^w<— h so 


0. 05mg 


MIS* 


(ImL) 


K HD8Glser ^TkfegM^icOM 


HDSGlser 


lOmg 


^ h y a — 


1. 87mg 




0. 057mg 


D-y/vtf ;v 


47. 73mg 


2Ky yyW<— h 80 


0. 05iDg 




(ImL) 


M HD8G2ser MTKttgmM^J^M 


HD8G2ser 


lOrag 


£Ot^ ^ b y ^ 


1. 87mg 




0. 057mg 


D-y^vtr 


47. 73mg 


#?y y/^— h 80 


0. 05mg 




(ImL) 



j hd8gi ^m*&&mmm<Dm.i% 



HD8G1 


lOmg 


ittv9 ^ ism-r b y V a-tK 


1, 87mg 






mm 


0. 057mg 


D-y;vtf ;V 


47. 73mg 


*xy y;v<— b so 


0. 05mg 




(ImL) 




HD8G2 


lOmg 


^ b y * a— 7 jc 

ft* 


1. 87mg 




0. 057mg 




47. 73mg 


^y y^v-c— b 80 


0. 05mg 




(ImL) 




HD8G4 


lOmg 


tfjUf $ h y r> A— 7k 


1. 87mg 




0. 057mg 


D-y/vtr h— a- 


47. 73mg 


^y y/v-<— h so 


0. 05mg 




(ImL) 



[0083] 



[0084] mmim #ccD40#ifc$:^ir%7k¥kmM 

Z.<DMMMfeWO 02-088186^HS£tirCV ^&CD40lZ.MirZ>#Lfc (£tCD40T^ 

[0085] ^mmm-cfemuz-^fcMM&mmu pmrnfo^fem^z-z^m^^^ 
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PH 


1 


in CJJ4U 


lOmM y )vy 




jfU v;w^— h 80 


4.0 


2 






262mM 


0.05mg/mL 


4.5 


3 










5.0 


4 


lOmg/mL 








5.5 


5 










6.0 


6 










7.0 



[0086] wmmvffDmm 

D-y/nf h-/v ( 0 ^mmjf) . Tkmiki-hvvj* ( 0 *mmx) . mm ( 0 ) 
, #yy/w<— hso ( 0 ^mmjf) , mMm* ( 0 ^i^) -e&ofc 0 

[0087] #M^J^^«fe^ i C^i^m^^V>yyi-#^^Mb, ^CD40T^=? 

[0088] ^-mmmm^v -^^^0.22 » m7^- (^y* o TttM) £t>^v ^nat 

lmL-foyy-^^rt-eMm^o-c^^To/co £^#Wt&f£<^#fR:fej; 
^W^^y^^^/^^fei:cD40T>'^^^h^:#:^'a-^v ^mm (7 °y-fe#) £yy 

[0089] tflife^# 

[0090] if&gc^ttf^ : 40°CXf*25°C \cm^tlfc4^^— * (TABAI ESPECf±M) 
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[0091] *^ x #^#:f*#^h^^^^W^*^4^tC^Jt»$n^ia*f^#L^ 

o 

[0092] ft%x3>m 

^xmmwhcwLfe (sec) : m&w&m& x-x^^mm^m^^w^mmmw- 

^H^^S-CfTofCo ^ItJSTSKgel G3000 SWXL 30cm X 7.8mm CUCV— *±M)# 
7^£HMU #Ib^^LT20mMy^^-MJ^A, 500mM^b^-hy>^pH7.0^V> 

[0093] SDS-PAGE^^ : £^O^CTl£f*^fe200 ^ g/mL»f?Lfc 0 ^f*^?S^hy^ 

^d b pI±^)^2^1»X.. 65°C-C15^^»b, M^#t#«^L*: 0 
4-20%^yT^y/VT5K^/V(^— ^^p n p^±M) l-TT'^M'U m^Kj£r^20mA 

f£<D:&;fc ^(D^^S^^i - ^^ t^^-*^— (200.0kDa, 1 16.2kDa, 
66.3kDa, 42.4kDa, 30.0kDa, 17.2kDaCD^>/^®^tp) £l^t^t!]bfc 0 
[0094] ?tMJ£Jt : i Sb?SiSJ£$iJ^£§ (T— l±MOSMO STATION OM-6050) 

[0095] pH : g WjpH$iJ5£^fi (^h9 — hUK*±MMP-230/££f) ^ffl V ^TpH$iJ^frofc 0 ffl 
[0096] M^it^il 

X^^HPLC^i«9SlJ^bfc 0 PH4.0^^6.0-e^^-e$?§r^^-f- o 08fi#7KttlS 
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[0097] ^mmm^\mvfc^x<Dmm. m^xxfmmm&^^m^t^x^ 
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m^mm 

iS&, pH^4.0~ 6.0-C*>5^S^*ttEIHaK!lo 

[3] mmm&^te, m^mi^tcmKmrn^^mmmmo 

[5] mmim\^v^—^h^mMm3^.fci-t4Kmm<^7i<^mmmMo 

[7] 250mOsm— 350mOsm-e^, ft^Il3^)^6(DV>-f ^^Hl^fBft^ 

[9] my/^-hso-xsh^mMmmm^^mmmMo 

[10] M^'IMMS/^ 0.02mg/mL-0.10mg/mL-Cfc5, If ^S8;£7cte9^fB]ft<Z>7k 

[11] thrift:, th^b^X«^7fei#:^fc5t»^iI1^^10(DV^^^liI 

[12] ^/^n— ^/^#:^^ft^IIl^^ll(DV^T^^lIl^-fB*(D*ttE 

MUM* 

[13] $tmK igG^h^mMmi^hi2(D\^irti^imKmmco^mmmM 0 

[14] IgGO)^^^, IgGU IgG2, IgG4(DV>-f tt^^fe^M^lSWBfc^zKttlS^ 

[15] igc^ feftm&vTzsmmmn—mz.fem^&mzz.*). r^/m<DX^ mm 

o 

[16] trifotf^ HLA-DR^^j-r^^-e^^ ft ^iH^^15(DV>-f ^^Hl^fB*(D* 
[17] CD40^>?j-r§^i:#:-e^, ft^IIl^^l5(DV^-f ^^Ul^fB*(D7KttlM 
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[i9] y/v?*>>wmffimm^ mm±^W£M<D^tthi^ mmtmt\^xy/v\fh- 
[20] y/^v^mmmmtpK^ mm±m^m<o^tth\^ mmmtvxy^h- 

t>l«(D^^b^J^tpff^Jll^^20(DV^^^lII^fE«c^7Ktt|S^Mm 
[22] ff^Ill^^2KDV>-f^^l3S^fB4fe(D7KttlS^M^J»M^^o 
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me] 



5.0% 



4. 0% 



3. 



2. 0% 



1.0% 



0. 0% 





v;utf! — ;u i — ;u 
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